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Sample: Fine tan powdered material

Marking: FDA 71-53 (Agar agar)

Examination Requested: Teratologic evaluation of FDA 71-53 in mice.

Procedure: See Appendix I

V)
Results: See Tables 1 through 4 and Appendix II
Conclusion:

See Following Page
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This report is submitted for the exclusive use of the person, parinership, or‘ corporation to whom it is addressed, and neither the report nor the name of these
Laboratories nor of any members of its staff, may be used in connection with the advertising or sale of any product or process without written authorization.
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Conclusion

On- the basis of the data presented herein, the following
conclusion appears warranted:

"The administration of up to 329 mg/kg (body weight) of the
test material to pregnant mice for 10 consecutive days had no
clearly discernible effect on nidation or oﬁ ﬁaternal or fetal
survival. The abnormalities seen in either soft or skeletal
tissues of the test groups did not differ significantly from the
number occurring spontaneously in the sham-treated controls.

However, at the highest level of administration (1570 mg/kg)
there was a significant increase in mortality among treated dams
and a decrease in the pregnancy rate of survivors. Of the females
examined at term, there was a marked increase in the number of
resorption sites,and live fetuses showed significant retardation
in maturation (with lowered fetal weights).

It is to be noted that there was no clear evidence of a
teratogenic effect of the test material even at the highest dose
level. Furthermore, the type of finding seen is similar to that
found previously in all of the high molecular weight polysaccharide
substances tested in this series. It is the opinion of the
investigator that the administration of what amounts to essentially
an LDgg, dose (even though distributed over a 10-day period) had
resulted in a predictable effect on both the pregnant animal and

on the embryos present in the uterus."
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FOOD AND DRIG RESEARCH -LABORATORIES, INC.

Groups_26]1 & 262; 267 through 270 Laboratory No. 1573 g
Table 3 .
Material FDA 71-53 Date__ _ June 28, 1973
Summary of Skeletal F indings?*
{ Mice )

Group No.: ' 261 262 267 268 269 270
Findings
Dose (mg/kg) : Sham Aspirin**  15.7 72.9 329.0 1570.0

Live Fetuses Examined 165/21 158/20 149/20 184/23 188/24 128/18
(at term)

Sternebrae
Incomplete oss. 57/16 49/14 . 48/13 24/10 60/16 51/14
Scrambled
Bipartite 15/10 9/6 7/4 6/4 8/8 4/3
Fused
Extra 1/1
Missing 17/7 46/13 28/8 15/6 25/9 70/14
Other

Ribs -
Incomplete oss.
Fused/split
Wavy
Less than 12 .
More than 13 42/16 17/11 24/10 54/16 32/13 19/11
Other

Vertebrae :
Incomplete oss. 1/1 6/2 9/2 2/2 5/4 . 18/7
Scrambled '

Fused

Extra ctrs. oss.

Scoliosis 1
Tail defects

Other

Skull
- Incomplete closure
Missing
Craniostosis
Other

Extremities
Incomplete oss. 1/1 5/2 8/3 1/1 16/6
Missing :
Extra

Miscellaneous )
Hyoid; missing 25/8 40/13 49/14 23/9 34/9 53/14
Hyoid; reduced 5/4 19/11 10/5. 15/10 14/10 21/8

* Numerator=Number of fetuses affected; Denominator=Number of litters

s ' aff
** Positive control: 150.0 mg/kg ected.



FOOD AND DRUG RESEARCH LABORATORIES, INC.

7~
Groups 261 & 262; 267 through 270 h l?ate June 28, 1973
M i ‘ - ' ‘Laboratory No.
aterial Fpa 71-53 Table 3-a Yy 1573 g
Summary of Soft Tissue Abnormalities
: (Mice)
Group Material Dose Level Damn Number of Description
mg/kg ' Pups
268 FDA 71-53 72.9 G 6036 1 Umbilical Hernia
G 3047 1 Meningoencephalocele
G 3049 1 Hydrocephalus
l 270 FDA 71-53 1570.0 G 3097 1 Umbilical Hernia
e |
FoNGS
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Appendix I

Teratology Study in Mice

Virgin adult female albino CD-1 outbred mice were gang-
housed in disposable plastic éages in temperature and humidity-
controlled quarters with free access to food and fresh tap water.
They were matedeith young adult males, and observation of the
vaéinal sperm plug was conéidered Déy 0 of gestation. Beginning
on Day 6 and continuing daily through Day 15 of gestation, the

females were dosed with the indicated dosages by oral intubation;

" the controls were sham treated.

Body weights were recorded on Days 0, 6, 11, 15, and 17 of
gestation. All animals were observed daily for appearance and
behavior with particular attention to food consumption and weight,
in érder to rule out any abnormalities which may have occurred as a
result of anorexic effects in the pregnant female animal. |

On Day 17 all dams were. subjected to Caesarean section under
surgical anesthesia, and the numbers of implantation sites,
resorption sites, and live and dead fetuses were recorded. The body
weights of the live pups were also recorded. The urogenital tract
of each dam was examined in detail for anatomical normality.

All fetuses were examined grdssly for the presence of external
congenital abnormalities. One-third of the fetuses of each litter
underwent detailed visceral examinations employing the Wilson
technique. The remaining two-thirds were cleared in potassium
hydroxide (KOH), stained with alizarin red S ﬁye and examined for

skeletal defects.
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—_ FOOD J)AND DRUG

eleqzelt LABORATORIES, INC. WAVERLY DIVISION
FINAL | PO Box 107
REPORT _ Waverly, New York 14892
—————— (607) 565-2931
Submitted to: DHEW/Public Health Service Date July 31, 1973

Food and Drug Administration CA-272

5600 Fishers Lane-Rocm 5C-13

Rockville, Maryland 20852 Laboratory No. 1574 ¢
Contract No. FDA 71-260

Sample: Fine tan powdered material

Marking: FDA 71-53 (Agar Agar)

Examination Requested: Teratologic evaluation of FDA 71-53 in rats

Procedure: See Appendix I
\_.esults: See Tables 1 thrbugh 4 and Appendix I1I
Conclusion:

. On the basis of the data presented herein, the follow1ng
conclusion appears to be warranted:

"The administration of up to 1140 mg/kg (body weight) of the test
material to pregnant rats for 10 consecutive days had no clearly dis-
cernible effect on nidation or on maternal or fetal survival. The
number of abnormalities seen in either soft or skeletal tissues of the
test groups did not differ from the number occurring. spontaneously in
the sham-treated controls.”

FOOD AND DRUG RESEARCH LABORATORIES, INC.

pd \

~ oraater olg ¢

Kemneth Morgarengéj Ph.D. (4
.Vice President

This report is submitted for the exclu. + use of the person, partnership, or corporation to whom It is addressed, and neither the report nor the name of these
Laboratories nor of any members of >~ :taff, may be used in connection with the advertising or sale of any product or process without written authorization.
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FOOD AND DRIG RESEARCH :LABORATORIES, INC.

Groups 261 & 262; 267 through 270 Laboratory No._ 1574 g
Table 3
Material FDA 71-53 Date June 28, 1973
- Summary of Skeletal F indings*
( Rats )

Group No. : 261 262 267 268 269 270
Findi
HNeAngS  se (mg/kg):  Sham  Aspirin** 11.4 53.0 247.0  1140.0
Live Fetuses Examined 190/23 162/24 164/Zi 164/22 176/21 184/24
(at term) )
Sternebrae
Incomplete oss. 100/20 113/24 48/14 44/14 79/19 62/20
Scrambled .
Bipartite 1/1 7/7 1/1 3/3 4/4 1/1
Fused
Extra
Missing 9/6 132/24 4/3 3/3 11/2 9/4
Other
Ribs
Incomplete oss. 3/3 1/1 4/2
Fused/split 5/3
Wavy 9/6 68/20 16/9 18/11 17/8 23/13
Less than 12
More than 13 1/1 126/24 1/1 2/1
Other :
Vertebrae
Incomplete oss. 6/4 142/24 15/7 15/8 10/4 11/6
Scrambled
Fused

Extra ctrs. oss.

Scoliosis

Tail defects

Other; Hyoid, bipartite 1/1

Skull
Incomplete closure 40/13 104/23 : 20/10 27/13 49/17 25/13
Missing ) 2/2
Craniostosis
Other

Extremities
Incomplete oss., 6/3
Missing
Extra

Miscellaneous
Hyoid; missing 19/10 76/23 15/8 23/11 20/10 16/13
Hyoid; reduced ] 26/13 24/13 10/5 10/5 11/8 27/14

* Numerator=Number of fetuses affected; Denominator=Number of litters

** Positive control: 250.0 mg/kg affected.



o~ FOOD AND DRUG RESEARCH LABORATORIES, INC.

Groups 261 & 262; 267 through 270

Material FDA 71-53

Date June 28, 1973

Laboratory No._ 1574 g

Table 3-a
Summary of Soft Tissue Abnormalities
(Rats)
Group Material Dose Level Dam Number of Description
mg/kg Pups
262 Aspirin#* 250.0 A 4846 1l Encephalomyelocele
A 4851 1l Meningoencephalocele
A 4855 1l . Encephalomyelocele;
umbilical hernia
A 4860 1 Umbilical hernia
A
G 4008 1 ~ Gastrocele

267 FDA 71-53 11.4

* Pogitive COntrol: 250.0 mg/kg
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SR : Appendix I

Teratology Study in Rats

Vvirgin adult female albino rats (Wistar derived stock) were

indivigually housed in mesh bottom cages in temperature and humidity-

'contrdlled quarters with free access to food and fresh tap water.

They were mated with young adult males, and observation of the vaginal
sperm plug was considered Day 0 of gestation. Beginning on Day 6

and continuing daily through Day 15 of gestation, the females were
dosed with the indicated dosages by 6ral intubations. The controls
were sham treated with the vehicle at a level equivalent to the group
receiving the highest test dose. The test material was prepared

and doses calculated according to the following table:

Dosage Dose Concentration
(mg/kg) (ml/kg) (mg/ml)
£ 250 1 - S 250
251 - 500 2 125 - 250
501 - 750 3 .133 - 250
751 -~ 1000 4 187 - 250
1001 - 1250 .5 200 - 250
1251 - 1500 6 208 -~ 250
1501 - 1600 6.4 235 - 250

Body weights were recorded on Days 0, 6, 11, 15, and 20 of
gestation. All animals were observed daily for appearance and be-
havior with particular attention to food consumption and weight, in
order‘to rule out any abnormalities which may have occurred as a
result of anorexic effects in the pregnant female animal.

6n Day 20 all dams were subjected to Caesarean section under
surgical anesthesia, and the numbers of implantation sites, resorption

sites, and live and dead fetuses were recorded. The body weights of



o)
~
the live pups were also recorded. The urogenital tract of each dam
.wés examined in detail for anatomical hormality.

A1l fetuses were examined grossly fof the presence of external
congehital abnormalities. One-third of the fetuses of each litter
underwent detailed visceral examinations employing the Wilson
technique. The remaining two-thirds wefé cleared in potassium
hydroxide (KOH) , stained with alizarin red S dye and examined for

skeletal defects.

)
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24620/ LABORATORIES, INC. - WAVERLY DIVISION
FINAL s.%u.teB;:107
. B E 2 _0_ B !.‘_ Waverly, New York 14892
{607) 565-2931
Submitted to: DHEW/Public Health Service Date July 31, 1973

Food and Drug Administration CA-272
5600 Fishers Lane-Room 5C-13

Rockville, Maryland 20852 Laboratory No. 1575 g
Contract No. FDA 71-260

Sample: Fine tan powdered material

Marking: FDA 71-53 (Agar Agar)

Examination Requested: Teratologic evaluation of FDA 71-53 in hamsters

Procedure: See Appendix I
<i:esu1ts: See Tables 1 through 4 and Appendix II

Conclusion:

On the basis of the data presented hereln, the following
conclusion appears. to be warranted:

"The administration of up to 650 mg/kg (body weight) of the test
material to pregnant hamsters for 5 consecutive days had no clearly
discernible effect on nidation or on maternal or fetal survival. The
number of abnormalities seen in either soft or skeletal tissues of the

test groups did not differ from the number occurring spontaneously in
the sham-treated controls."

FOOD AND DRUG RESEARCH LABORATOi?IES, INC.

Kemneth Morgake%ige, Ph.D¢§ >
Vice President

This report is submitted for the exclusive use of the person, partnership, or corporation to whom it is addressed, and neither the report nor the name of these
Laboratorles nor of any members of its staff, may be used in connection with the advertising or sale of any product or process without written authorization.
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FOOD AND DRIG RESEARCH :LABORATORIES, INC.

Groups 261 & 262; 267 through 270 Laboratory No. 1575 g
Table 3 CoL
Material FDA 71-53 " Date June 28, 1973
Summary of Skeletal F indings®
( Hamsters )

: Group No. : 261 262 267 268 269 270
Findings
nding Dose (mg/kg) : Sham Aspirin#** 6.5 30.2 140.3 650.0
Live F etuses Examined 196/21  203/22 225/26  208/22 214/24  223/24
(at term)
Sternebrae
Incomplete oss. 89/18 102/20 , 85/24 87/20 75/17 49/17
Scrambled ’
Bipartite 17/13 27/15 18/13 l6/12 14/8 19/11
Fused 1/1 _
Extra 19/7 8/5 9/6 . 24/10 3/3
Missing 26/10 18/10 . 23/6 . 32/9 6/5 25/8
Other o
Ribs
Incomplete oss.
Fused/split 2/2 . 2/1
Wavy 1l/1
Less than 12
More than 13 83/18 55/19 53/19 70/20 68/22 49/19
Other :
Vertebrae
Incomplete oss. 1/1 2/2 2/2 5/4 2/2
Scrambled '
Fused

Extra ctrs. oss.
Scoliosis

Tail defects
Other

Skull
Incomplete closure
Missing
Craniostosis
Other

Extremities )
Incomplete oss. 2/2 1/1 4/3 4/3 /1 11/2
Missing
Extra

Miscellaneous _ ’
Hyoid; missing ‘ 2/2 3/2 2/2 - 1/1 . 11/2
Hyoid; reduced 8/6 9/5 2/2 9/6 4/2 5/3

* Numerator=Number of fetuses affected; Denominator=Number of litters

** positive control: 250.0 mg/kg affected.



FOOD AND DRUG RESEARCH LABORATO RIES,‘INC.

Groups 261 & 262; 267 through 270 - Date June 28, 1973
Material Frpa 71-53 Table 3-a Laboratory No._1575 ¢
Summary of Soft Tissue Abnormalities
(Hamsters)
Group Material Dose Level Dam Number of Description
mg/kg Pups
. 261 Sham 0.0 S 5850 1 Hepatocele
262 Aspirin* 250.0 A 5846 1l Hydrocephalus
A 5872 1 Meningoencephalocele
267 FDA 71-53 . 6.5 G 5004 1 Umbilical hernia
an G 5024 1l Hydrocephalus
268 FDA 71-53 30.2 G 5054 1 Hydrocephalus
270 A FDA 71-53 650.0 G 5101 1 Hydrocephalus
_/\

* positive Control: 250.0 mg/kg
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. Appendix I
Teratology Study in Hamsters.

Yirgin adult female golden hamsters from én outbred strain
were individually housed in mesh bottom cages in temperature and
humidity controlled quarters ﬁifh free access to food and fresh tap
water at all times. They were mated (1l to 1) with ﬁature males and
the appearance of motile sperm in the vaginal smear was considered
as Day 0 of gestation. Beginning on Day 6 and continuing daily
through Day 10 of gestation, the indicated dose levels of the test
material were administered by oral intubation. The controls were
sham treated with the vehicle at a level equivalent to the group
receiviné the highest test dose. The test material was prepared

.and doses calculated according to the following table:

Dosage Dose . Concentration
(mg/kg) (ml/kg) (mg/ml)

s 250 1 S 250

251 - 500 2 125 - 250
501 - 750 3 133 - 250
751 - 1000 4 187 - 250
1001 - 1250 5 200 - 250
1251 - 1500 6 208 - 250
1501 - 1600 6. 4 235. - 250

Body weights were recorded on Days 0,6,8, 10 and 14 of the
gestation period. All animals were observed daily for appearance
and behavior with parﬁicular attention to food consumption in order
to beffer recognize any abnormalities résulting from anorexic effects
in the pregnant animal,

On Day 14, all animals were subjected to Caesarian section

under deep anesthesia and the numbers of implantation sites, resorption



sites, live and dead fetuses were recorded. All live pups were

weighed and the genitai txaét of each aam was examined for any
anatomical abnofmalities. '

"All fetuses were examined grossly for the presence of external-
congenital defects.and one-third of each littér underwent detailed
visceral examination employing the Wilson technique. The remaining
two-thirds of the pups were cleared in potassium hydroxide,‘stained
with alizarin red S dye, and examined for the presence of skeletal

abnormalities.
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FINAL
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Teratologic Evaluation of FDA 71-53
(Agar Agar)

——————

Rabbits




Submitted to:

Sample:

Marking:

FOOD JAND DRUG

Redeate LABORATORIES, INC. WAVERLY DIVISION
FI NAL - :‘3‘.‘933:107
REPORT . Waverly, New York 14892
{607) 565-2931
DHEW/Public Health Service Date September 17, 1973

Food and Drug Administration CA-272

5600 Fishers Lane-Room 5C-13

Rockville, Maryland 20852 Laboratory No. 1576 g
Contract No., FDA 71-260

Fine tan powdered material

FDA 71-53 (Agar Agar)

Examination Requested: Teratologic evaluation of FDA 71-53 in rabbits

Procedure:

~

Conclusion:

(See Appendix I)

esults: See Tables 1 through 4 and Appendix II

On the basis of the data presented herein, the following

conclusion appears to be warranted:

"The administration of up to 118.5 mg/kg (body weight) of the test
material to pregnant rabbits for 13 consecutive days had no clearly dis-
cernible effect on nidation or on maternal or fetal survival. The number
of abnormalities seen in either soft or skeletal tissues of the test
groups did not differ from the number occurring spontaneously in the
sham-treated controls.

However, at the highest level of administration (400.0 mg/kg) there
was a significant increase in mortality among treated dams and a decrease
in the pregnancy rate of survivors. All other parameters were normal.

It is the opinion of the investigator that the administration of what

amounts to essentially an LD5g dose

{even though distributed over a 1l3-day

period) had resulted in a predlcatable effect on the pregnant animal, but
no teratologic effect on this species.”

—~

FOOD and DRUG RESEARCH LABORATORIES, INC.

Kendpth Morgareqagiy Ph.D. -

Vice President

This report is submitted for the exclusive use of the person, partnership, or corporation to whom it is addressed, and neither the report nor the name of these
Laboratories nor of any members of its staff, may be used in connection with the adverfising or sale of any product or process without written authorization.



wI93 3° paUTWEX?d swep [Te SepnIouUT (y

(I xTpusddy 99g) uorsusdsns TTO UX0D ¥ Se PIAIISTUTUPY «»x
6 hmn Uo posop IpTweuTIoOTUOUTWE-g JO By/bw g°Z : TOIAIUOD SATITSOd &

T i 91 (014 , 14 0°o0v £G-TL Va4 oLe
44 ST Ay ST S°8T1 £6-TL vad 69¢
1§ _ YT [A ST 9°6¢ £€6-TL ¥Ya4d 892
(AN vt 1A LT g°q £5~-T¢L vad L9T
6 LT o1 8T e°c #NV-9 (4214
ot . 81 2T - 1z 0°0 weys | 192
. aucmcmmnm Te30l% jurubaxg pajen by /bu
wxey, 3° butataans Te30% -Y-To TeTIO3eR dnoaxo
( s3tqqey )
KAxeuwwung 93e d
D951 : *oN Kzoazevaoqen T £G-1/ ¥4d : TReTI93ON
T e19®eL
TIET "ST 45TbmY te3eq oLz uybnoxyl L9z #z9Z ¥ 19Z :sdnoa9

*ONI .mmHmoadmomd.HA:demmmm ON¥dag AaNv good

(




6 Keg uo pesop epTWRUTIOOTUCUTWR-g JO by/bw g°z 3 TOIIUOD SATITSOd L:._.
*WIs®3 I PIBUTWRXD suep 9soyl AJuo s3pniour 4

b ‘aybTom snzag 9bexaay

8°6€. vy 6°8€ b*9€ z- €€ z°8¢
¥T'L - - - - - peap 1Ie 3ju8d a9d
¥ 12 -- - L°9T 111 0°0¢Z peap Ter3aed 3ju’ad Iad
1 - = - - - peap T1Te Y3lTmMm sueq
€ - - z T z pesp @2I0W IQ T YITM sweq
] - - 6 T [4 x*ON TeaoL
sosniajg pead
S6°0 €EL°O A AN 00°T L8°0 £6°0 (d/HW) OT3Iex X8S
62°S 130 20 4 €L°S €€°S 1T°¢€ ov°s suep/obexaay
VL Zs €9 4] 8¢ 14°] *ON T®30J1
sosn3od 9ATT
- - - 1 3 -} (A A4 0°0T suoyjdrosax ajzstdwod juad x84
10 A €€’8 £°LT 0°S¢ L"99 0°0S suotjdaxosax Tef3zazed juad 134
- - —-— 1 z 1 ) poqiosax s83TS TIe YaTs swed
z 1 £ £ ° S pogIOosax S93Ts aIow IO T Y3ITM swued
€ € € S vi TT #»"ON Te304
suor3idxosay
98°g 85°v 00°9 05°9 8LV oL"9 swep/sbexaay
4 13 99 8L 13 4 L9 "ON Te30L
s931s 3juerdur
19 § Z1 1T 0T L 6 »"ON Te30415
SI933TT 9AT1T
0°€T1 9°C1 0°€l 9°¢tl L8°8 8° vl pojeu wep/abexaay
veze 68T G6T 1€2 €el YA A4 *ON Te3o0g
eagng eaodxod
vT 21 11 et 6 o1 (6z A= uo) waa3 og
9 0 1 ra 1 ra (62 Ke1 9x039q) po3aoqvy uo pe1d
0} 4 A (A vI 0T T "ON Te3o0Jg
satoueubaad
0°00% - G°8TT 9°GZ S°S #¥NV-9 weys 2 (by/bu) esag
0Lz 692 892 L9T c9c 192 : dnoxs

b 9/6T : *oN Kxojzexaoqen

€L6T ‘ST Isnbny

t93eq .
*ONI ‘mmHmoycxom<qAWiw<mmmm 9n¥d d N¥ aood

( satqqed )
ejeg uogjzonpoadsy
¢ 91qel

€6-TL ¥YAd: Tetaalzel
oLZ ybnoxuy [oc¢ re¢9¢ ® 19¢ ¢ dnoad



FOOD AND DRIG RESEARCH LABORATORIES, INC.

Groups 261 & 262; 267 through 270
Table 3
Material FpaA 71-53 Date

Laboratory

No. 1576 g

Auqust 15, 1973

Summary of Skeletal Findings?*
(  Rabbits )

Group No. : 261 262 267

Findings
Dose (mg/kg) :

268 269 270

Sham 6~AN** 5.5 25.6 118.5 400.0

H e B e e s i sttt sl o sy v

ot s WA e i 4 el Tl s £ dL i e e S

Live Fetuses Examined 54/9 28/7 64/10 63/11 52/12 74/13

(at term)

Sternebrae
Incomplete oss. 10/4 3/3 1/1
Scrambled 1/1
Bipartite 1/1 1/1
Fused 1/1
Extra : 1/1 2/2 2/1
Missing 3/3
Other

Ribs
Incomplete oOss.
Fused/split v 14/5
Wavy 1/1
Less than 12
More than 13
Other

Vertebrae

Incomplete oss. . 2/1
Scrambled 16/5
Fused 3/1
Extra ctrs. oss.

Scoliosis 1/1
Tail defects 26/7
Other

Skull
Incomplete closure
Missing
Craniostosis
Other

Extremities
Incomplete oss.
Missing
Extra

Miscellaneous

1/1 4/2
1/1

2/2 1/1 1/1
1/1

1/1

1/1

1/1

* Numerator=Number of fetuses affected; Denominator=

4** Positive control: 2.5 mg/kg of 6~aminonicotinamide dosed

=Number of litters

affected.
on Day 9



FOOD AND DRUG RESEARCH LABORATORIES, INC.

#daterial FDA 71-53

~ Groups_261 s 262; 267 through 270

Date August 15, 1973

Saac L L SRS

R Vot e b R Sov - bl 2

Laboratory No.
Table 3-a y 1576
Summary of Soft Tissue Abnormalities '
(Rabbits) .
Group Material Dose Level Dam Number of Description
mg/kg Pups
- 261 Sham 0.0 .S 6436 1 Umbilical hernia
262 B-ANY** 2.5 Z 6442 1 Medial rotation of hind
‘ limbs
Z 6444 1l Medial rotation of hind
limbs
Z 6445 1 Medial rotation of hind
limbs
Z 6446 1 Runt; anopia; medial
rotation of hind limbs
1 Anopia; meéial rotation
of hind limbs
1 Anopia
Z 6447 3 Anopia
Z 6451 6 Anopia
1 Runt; anopia
268 FDA 71-53 . 25,86 G 6027 1 Fetal monster '
270 FDA 71-53 400.0 G 6073 1 Short tail

* Positive Control:

2.5 mg/kg of 6-aminonicotinamide dosed on Day 9
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Appendix I

. Teratology Study in Rabbits

Vvirgin, adult, Dutch-belted female rabbits were individually
housed ih mesh bottom cages.in temperatufe and humidity-controlled
quarters with free access to food and fresh tap water., On Day 0,
each doe was given an injection of 0.4 ml of human_chorion?c gonado-
tropin (400 IU) via the marginali ear ;ein. Three hours later, eacﬁ
doé was inseminated artificially with 0.3 ml of diluted semen from

a proven donor buck using approximately 20 x 106

motile sperm accord-
ing to the procedure described by Vogin et al (Pharmacologist 11,
282 (1969)). Beginning on Day 6 and continuing daily through Day 18

the females were dosed with the indicated dosages by oral intubation.

The controls were sham treated with the vehicle at a level eguivalent

to the group receiving the highest test dose. The test material

was prepared and doses calculated according to the following table:

Dosage Dose . Conceqtration
(mg/kg) (ml/kg) (mg/ml)

S 250 1 < 250

251 - 500 2 125 - 250
501 - 750 3 133 - 250
751 - 1000 4 187 - 250
1001 - 1250 5 200 - 250
1251 - 1500 6 208 - 250
1501 - 1600 6

.4 - 235 - 250

Body weights were recorded on Days 0, 6, 12, 18, and 29 of
gestation. All animals were observed daily for appearance and be-
havior, with particular attention to food consumption and body weight
in order to rule out any abnormalities which may have occurred as

a result of anorexic effects in the pregnant female animal.



e e
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On béy 29 all does were subjected té Caesarean section under
surgical anesthesia, and the numbers of corpora ;utea, implantatioh
sites, resorption sites and live'and éeaé fetuses were recorded.
Body‘weights of the live pups were also récorded. The urogenital
tract of each animal was examined in detail for normality. 1In
addition all fetuses underwent a detailed gross examination for
the presence of external congenital abnormalities. The live fetuses
of each litter were then placed in an incubator for 24 hours for
the evaluation of neonatal survival, All surviving pups were
sacrificed, and all pups examined for visceral abnormalities (by
dissection). All fetuses were then cleared in potassium hydroxide
(KOH), stained with alizarin red S dye and examined for skeletal

defects.
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